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REMARKS 

In the present Preliminary Amendment, originally filed Claims 1-14 have been 
canceled and new Claims 15-29 have been added. Applicants respectfully request that 
these newly added Claims be examined in the present Continuation application. 
Applicants reserve the right to pursue Claims based on canceled Claims 1-14 in any 
subsequently filed Divisional and/or Continuation application(s). It is not intended that 
these amendments narrow the scope of any of the amended Claims within the meaning 
of Fesfo' protease are tested). The amendments to the Drawings have been made in 
order to more clearly present Figures 7 and 8 and meet the drawing requirements of 
CFR §1 .84. Applicant submits that these amendments find more than sufficient support 
in the Specification. No new matter has been added in these amendments. 

Should the Examiner have any questions or if a telephone conference would 
expedite prosecution of this application, the Examiner is invited to telephone the 
undersigned at (650) 846-5838. 

Respectfully submitted, 



Date: » ^ feW 

/ Registration No. 38,230 

Genencor International, Inc. 
925 Page Mill Road 
Palo Alto, CA 94304 
Tel: 650-846-5838 
Fax: 650-845-6504 



Festo Corp. v. Shoketsu Kogyo Kabushiki Co., No. 95-1066, 2000 WL 1753646 
(Fed. Cir. Nov. 29, 2000). 



GC532-C1 Prelim Amend 



Attorney Docket No. GC532-C1 
Page 7 



APPENDIX I 

Replacement drawing sheets for Figures 7 and 8 are attached hereto. 
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APPENDIX II 

CLEAN VERSION OF THE ENTIRE SET OF PENDING CLAIMS AS 
AMENDED IN THIS COMMUNICATION 

The following is a list of the Claims as they would appear following entry of this 

amendment. 

1 5. (New) A method for producing a mutant protease having reduced 
allergenicity comprising the steps of: 

a) obtaining a naturally-occurring protease having subtilisin activity and 
preparing fragments of said naturally-occurring protease having subtilisin activity; 

b) contacting said fragments of said naturally-occurring protease with a first 
solution comprising naive human CD4+ or CD8 + T-cells and dendritic cells, wherein said 
dendritic cells have been differentiated; 

c) identifying an epitope region of said naturally-occurring protease, wherein 
said identifying comprises measuring the ability of said fragments of said naturally- 
occurring protease epitope region to stimulate proliferation of said naive human CD4+ or 
CD8+ T-cells; 

d) replacing said epitope region identified in step c) with an analogous 
epitope region, to produce said mutant protease; 

e) preparing fragments of said mutant protease; 

f) contacting said fragments of said mutant protease with a second solution 
comprising naive human CD4+ or CD8+ T-cells and dendritic cells, wherein said 
dendritic cells have been differentiated; and 

g) measuring the ability of said fragments of said mutant protease to 
stimulate proliferation of said naive human CD4+ or CD8+ T-cells. 

16. (New) The method of Claim 15, further comprising the step of comparing 
the ability of said fragments of said naturally-occurring protease having microbial 
subtilisin activity to stimulate proliferation of said naive human CD4+ or CD8+ T-cells 
with the ability of said fragments of said mutant protease to stimulate proliferation of 
said naive human CD4+ or CD8+ T-cells. 
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17. (New) The method of Claim 15, wherein said dendritic cells and said 
CD4+ or CD8+ T-cells in said first and second solutions are obtained from a single 
blood source. 

18. (New) The method of Claim 1 5, wherein said naturally-occurring 
protease is obtained from a Bacillus selected from the group consisting of B. 
amyloliquefaciens, B. subtilis, B. licheniformis, 8. lentus, and Bacillus PB92. 

1 9. (New) The method of Claim 1 5, wherein said epitope is a T-cell epitope. 

20. (New) The method of Claim 1 5, further comprising the step of producing 
an expression vector comprising a nucleic acid sequence encoding said mutant 
protease. 

21 . (New) The method of Claim 20, further comprising the step of 
transforming at least one host cell with said expression vector. 

22. (New) The method of Claim 21 , further comprising the steps of 
cultivating said at least one host cell in a culture medium under conditions that promote 
the expression of said mutant protease and recovering said mutant protease from said 
cell or said culture medium. 

23. (New) A method for reducing the allergenic^ of a microbial subtilisin 

comprising the steps of: 

a) obtaining a microbial subtilisin, and preparing fragments of said microbial 

subtilisin; 

b) contacting said fragments of said microbial subtilisin with a first solution 
comprising naive human CD4+ or CD8+ T-cells and dendritic cells, wherein said 
dendritic cells have been differentiated; 

c) identifying an epitope of said microbial subtilisin, wherein said identifying 
comprises measuring the ability of said fragments of said microbial subtilisin to stimulate 
proliferation of said naive human CD4+ or CD8+ T-cells; 
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d) replacing said epitope identified in step c) with an analogous region to 
produce a mutant subtilisin; 

e) preparing fragments of said mutant subtilisin; 

f) contacting said fragments of said mutant subtilisin with a second solution 
comprising naive human CD4+ or CD8+ T-cells and dendritic cells, wherein said 
dendritic cells have been differentiated; and 

g) measuring the ability of said fragments of said mutant subtilisin to 
stimulate proliferation of said naive human CD4+ or CD8+ T-cells, wherein at least one 
of said fragments of said mutant subtilisin stimulate said T-cells in said second solution 
to a lesser extent than the subtilisin in step c). 

24. (New) The method of Claim 23, wherein said dendritic cells and said 
CD4+ or CD8+ T-cells in said first and second solutions are obtained from a single 
blood source. 

25. (New) The method of Claim 23, wherein said subtilisin is obtained from a 
Bacillus selected from the group consisting of S. amyloliquefaciens, B. subtilis, B. 
licheniformis, B. lentus, and Bacillus PB92. 

26. (New) The method of Claim 23, wherein said epitope is a T-cell epitope. 

27. (New) The method of Claim 23, further comprising the step of producing 
an expression vector comprising a nucleic acid sequence encoding said mutant 
subtilisin. 

28. (New) The method of Claim 27, further comprising the step of 
transforming at least one host cell with said expression vector. 

29. (New) The method of Claim 28, further comprising the step of cultivating 
said at least one host cell in a culture medium under conditions that promote the 
expression of said mutant protease and recovering said mutant protease from said cell 
or said culture medium. 
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